INTRODUCTION
The prevalence of amenorrhea not because of pregnancy, lactation, or menopause is approximately 3-4% (1, 2) . Excluding disorders of congenital sexual ambiguity, the list of potential causes of amenorrhea is long. Most cases, however, are grounded on just four conditions: polycystic ovary syndrome, hypothalamic amenorrhea, hyperprolactinemia, and premature ovarian failure (POF) (3). POF is defined as the cessation of menses before the age of 40 years. It is characterized by primary or secondary amenorrhea, hypoestrogenism, and elevated gonadotropin serum levels (4). An elevated follicle-stimulating hormone (FSH) level (>40 mUI/ml) is the hallmark for diagnosis (5).
POF presents itself not as an all-or-none phenomenon, and the precise time of onset is often impossible to determine. There is no characteristic menstrual record preceding the development of this syndrome. Approximately 50% of patients have a record of oligomenorrhea or dysfunctional uterine bleeding (prodromal POF), 25% have sudden amenorrhea, some postpartum, and others after stopping oral contraceptives (6). In general, women with POF have normal fertility before the onset of the disorder (7, 8) .
POF was first considered an irreversible condition and was therefore described as premature menopause; however, while normal menopause is indeed an irreversible condition, POF is characterized by intermittent ovarian follicle function in nearly 50% of young women (9). Even though the follicles in these patients are probably not functioning normally, women with POF may exhibit sporadic ovulatory cycles in as many as 16% of cases (9). Moreover, several authors have reported pregnancies after the diagnosis of POF, even in women with no follicles in their ovarian biopsy (7,10-12). However, despite these isolated cases, patients with POF are troubled mainly by infertility because of cessation of their ovarian function.
As previously explained, POF may present itself as either primary or secondary amenorrhea. While primary amenorrhea is not associated with symptoms of estrogen deficiency, in cases of secondary amenorrhea, symptoms may include hot flashes, night sweats, fatigue, and mood changes. Prodromal POF may present itself with hot flashes even when patients are menstruating regularly. Women with primary amenorrhea may present with incomplete development of secondary sex characteristics, whereas these characteristics are usually normal in women with secondary amenorrhea (6). In addition, young women with POF sustain sex steroid deficiency for more years than naturally menopausal women, which results in a significantly higher risk of osteoporosis and cardiovascular disease. Kinch et al. (13) were the first to identify two histopathological types of POF: the afollicular and the follicular forms. In the afollicular form, there may be total depletion of ovarian follicles and a presumed consequent permanent loss of ovarian function; in the follicular form, follicular structures are still preserved, with the consequent possibility of either induced or spontaneous return of ovarian function. The so-called resistant ovary syndrome (ROS) has been proposed as a follicular form of POF (14).
Histopathological Classification of Premature Ovarian Failure
First described by Jones and de Moraes-Ruehsen (15), who called it "Savage Syndrome," ROS is characterized by the presence of numerous primordial follicles in
